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(c) presenting the at least one antigen or epitope thereof on a cell surface of 
1 the Langerhans cell to a lymphocyte\thereby inducing the immune response in the 
organism. 



6 
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22. (3 x Amended) The method of claim 1 , wherein at least one adjuvant is 
pertussis toxin or a derivative thereof having adjuvant activity. 

23. (3 x Amended) The method of claim 1 , wherein at least one adjuvant is 
cholera toxin (CT) or a derivative thereof having adjuvant activity. 

24. (3 x Amended) The method of claim 1 , wherein at least one adjuvant is E 
coli heat-labile enterotoxin (LT) or a derivative thereof having adjuvant activity. 

25. (3 x Amended) The method of claim 1 , wherein at least one adjuvant is 
diphtheria toxin (DT) or a derivative thereof having adjuvant activity. 

26. (2 x Amended) The method of claim 1 , wherein at least one adjuvant is 
Pseudomonas exotoxin A or a derivative thereof having adjuvant activity. 

31 . (2 x Amended) A method of inducing an immune response comprising: 

(a) applying a formulation to intact skin of an organism, wherein the 
formulation comprises^) at least one antigen which is derived from a pathogen and (ii) 
at least one adjuvant, an\at least some antigen which is not encapsulated induces the 
immune response; and 

(b) inducing the immune response in the organism without perforating the 
skin, wherein the immune response is specific for the antigen. 

32. (3 x Amended) A methoovof inducing an immune response comprising: 
(a) applying a formulation toNntact skin of an organism, wherein the 

formulation comprises (i) at least one antigen which is derived from a pathogen and (ii) 
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at least one adjuvant, and at leas^some antigen which is not encapsulated induces the 
immune response; 

(b) activating an antigen ptesenting cell with the at least one adjuvant; and 

(c) presenting the at least one antigen or epitope thereof on a cell surface of 
the antigen presenting cell to a lymphocyte, thereby inducing the immune response in 
the organism. 

33. (2 x Amended) A method of inducing an immune response comprising: 

(a) applying epicutaneously on an organism an effective amount of at least 
one antigen derived from a pathogen and whichns not encapsulated, 

(b) activating a Langerhans cell underlying the organism's skin with at least 
one adjuvant, 

(c) signaling the Langerhans cell to migra\p to a lymph node of the organism 
and mature into a dendritic cell therein, and 

(d) presenting the at least one antigen or epitope thereof on a cell surface of 
the dendritic cell to a lymphocyte; thereby inducing the immune response in the 
organism, wherein the immune response is specific for me at least one antigen. 

#G ■ 

£/C. (Amended) The method of claim 31 , wherein the formulation comprises an 
ADP-ribosylating exotoxin derivative which is less toxic but remains immunogenic. 

(Amended) The method of claim 31 , wherein the formulation comprises a 
genetically produced derivative of ADP-ribosylating exotoxin in which ADP-ribosyl 
transferase activity is inactivated. 

i 

3^/3: (Amended) The method of claim 31 , wherein the formulation comprises a 
chemically produced derivative of ADP-ribosylating exotoxin in which ADP-ribosyl 
transferase activity is inactivated. 

& (Amended) The method of claim 31 , wherein the formulation comprises an 
ADP-ribosylating exotoxin B subunit. 
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Q^4p. (Amended) The method of claim 1, wherein the formulation is comprised of 
at least partially purified antigen molecules as chemical or recombinant conjugates. 

$5- (Amended) The method of claim 1 , wherein the formulation is comprised of 
an at least partially purified molecule containing both antigen and adjuvant properties. 

i 

<1p 0. (Amended) The method of claim 1 , wherein the formulation is comprised of 
at least some antigen molecules which are at least partially purified and lack adjuvant 
properties. 

(Amended) The method of claim 1, wherein the antigen is at least partially 
purified and has a molecular weight greater than 800 daltons. 

(Amended) The method of claim 1, wherein the antigen is at least partially 
purified and has a molecular weight greater than 1000 daltons. 

JKT (Amended) The method of claim 1, wherein the antigen is an at least 
partially purified polypeptide of greater than 800 daltons molecular weight. 

"/\ / & (Amended) The method of cfeim 1 , wherein the antigen is an at least 
^ ( partially purified polypeptide of greater/than 1000 daltons molecular weight. 



* Tp , 

(Amended) A method of/immunization comprising applying a formulation 

without lipid vesicles to intact skin yof an organism, wherein the formulation is comprised 

of an effective amount of one or/riore at least partially purified ADP-ribosylating 

exotoxins or derivatives thereof having adjuvant activity. 



78 ffi (Amended) A method of immunization comprising hydrating intact skin of an 
organism; applying an effective amount of one or more adjuvants to the hydrated, intact 
\ff skin; and separately administering one or more at least partially purified antigens which 
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^ ^.0 are derived from one or more pathogens in the absence of lipid vesicles such that the 
organism is effectively immunized. 

/ 

Kindly enter the following new claims. 




^PlJJtf. (New) The method of claim 1, wherein at least one adjuvant is an ADP- 
ribosylating exotoxin or derivative thereof having adjuvant activity. 

f • 
* t 

<gt>^f. (New) The method of claim 1, wherein at least one adjuvant is a cytokine or 
a chemokine. 

3l (New) The method of claim 1 , wherein at least one adjuvant is DNA from 
bacteria or containing unmethylated CpG motifs. 



(New) The method of claim 1 , wherein at least one adjuvant binds a 



^ . eceptor on antigen presenting cellsy 

( 

* £3 ^ (New) The method o/claim 73, wherein the receptor is GMi-ganglioside. 

Sy- (New) The method of claim 73, wherein the receptor is a2-macroglobulin 
receptor-low density lipoprotein receptor-related protein. 

(New) The method of claim 31 , wherein at least one adjuvant is pertussis 
toxin or a derivative thereof having adjuvant activity. 

& prf. (New) The method of claim 31 , wherein at least one adjuvant is cholera 
toxin (CT) or a derivative thereof having adjuvant activity. 

^ (New) The method of claim 31 , wherein at least one adjuvant is £. coli heat- 
labile enterotoxin (LT) or a derivative thereof having adjuvant activity. 
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(giJjd: (New) The method of claim 31, wherein at least one adjuvant is diphtheria 
toxin (DT) or a derivative thereof having adjuvant activity. 

$i p6. (New) The method of claim 31 , wherein at least one adjuvant is 
Pseudomonas exotoxin A or a derivative thereof having adjuvant activity. 



8/T*. (New) The method of\claim 31, wherein at least one adjuvant is an ADP- 



c 



1 



ribosylating exotoxin or derivative 

(New) The method of 
or a chemokine. 



(New) The method of 
bacteria or containing unmethylateii 



hereof having adjuvant activity. 



aim 31 , wherein at least one adjuvant is a cytokine 



qaim 31 , wherein at least one adjuvant is DNA from 
CpG motifs. 



^3 ^ (New) The method of c aim 31 , wherein at least one adjuvant binds a 
receptor on antigen presenting cell,. 



(New) The method of claim 84, wherein the receptor is GMi-ganglioside. 

(New) The method of claim 84, wherein the receptor is a2-macroglobulin 
receptor-low density lipoprotein receptor-related protein. 

^ %f. (New) The method of claim 31 , wherein the formulation is comprised of at 
least partially purified antigen molecules as chemical or recombinant conjugates. 



T7 (New) The method of claim 31 , wherein the formulation is comprised of an 
at least partially purified molecule containing both antigen and adjuvant properties. 
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0^^- (New) The method of claim 31 , wherein the formulation is comprised of at 
least some antigen molecules which are at least partially purified and lack adjuvant 
properties. 

^ J^2f. (New) The method of claim 31 , wherein the antigen is at least partially 
purified and has a molecular weight greater than 800 daltons. 

ItPQfi. (New) The method of claim 31 , wherein the antigen is at least partially 
purified and has a molecular weight greater than 1000 daltons. 

\*^' (New) The method of claim 31 , wherein the antigen is an at least partially 
purified polypeptide of greater than 800 daltons molecular weight. 

ID^ytf. (New) The method of claim 31 , wherein the antigen is an at least partially 
purified polypeptide of greater than 1000 daltons molecular weight. 

tap. (New) The method of claim 1 further comprising hydrating the intact skin 
and applying the formulation with an occlusive dressing. 

(New) The method of claim 30 further comprising hydrating the intact skin 
before application of the formulation and applying the formulation with an occlusive 
dressing. 

1^ (New) The method ^f claim 31 further comprising hydrating the intact skin 
before application of the formulatiop and applying the formulation with an occlusive 
dressing. 

(New) The method of claim 32 further comprising hydrating the intact skin 
before application of the formulation and applying the formulation with an occlusive 
dressing. 
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n ^ 1*1 ^ ( New ) The method of claim 53 further comprising hydrating the intact skin 
ts~J before application of the formulatior\and applying the formulation with an occlusive 
dressing. 
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